; PL; RO; RU; SD; SK; UA; VN 
(Regional): AT; BE; CH; DE; DK; ES ; FR; GB; GR; IE; IT; LU • MC • NL- OA- PT 
; SE 

Filing Details: AU9338117 Based on WO 9319193 
Istract (Basic): WO 9319193 A 

Biomass comprises green microalga cells of L-ascorbic acid (I) 
content above 1.5% of the dry cell wt. 

Pref. biomass comprises cells of (I) content at least 2% esp. 
at least 3%. Pref. microalga are Chlorella spp., pref. a mutagenised 
strain of C. pyrenoidosa ATCC 53170, eswp. 1 or more mutagenised 
strains from UV187-1319, DAP388-19, UV711-1, EMS156-1, UV869-3 partic 
C166-4, NA687-1, NA722-22, @C225@-2, UV872-26, C284-130 most partic. 
UV232-1. The produced biomass is pref. mixed with another animal feed, 
to afford a feed (esp. aquaculture fish food) contg. 60-2000 g (I) /ton 
of mixt. 

USE - The biomass is highly enriched in vitamin C, and is 
suitable for use as an animal feed, esp. an aquaculture fish food, when 
It provides at least a significant proportion of the daily vitamin C 
requirement. Dwg.0/0 

Derwent Class: @B04@; C03; @D16@; E13; @B03@; 002; @D13(i; 

Int Pat Class: A23K-001/14; A23K-001/16; A23K-001/18; A23L-001/337 - 
@C12N-001/12@; @C12P-007/58@; @C12P-017/04@; @C12P-007 /58(a • 
@C12P-017/04@ @C12R'-001-89@; @C12N-001/12@ @C12R-001-89@ 

Derwent Registry Numbers: 0035-P; 0038-S; 1779-S 
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XRAM Acc No: C93-133234 

New complex antibody for anticancer drug - comprises anti-human C- 
@erbB@-2 antibody that recognises surface antigen of target cell, and 
anti-human lymphocyte antibody which binds to effector cell 
lex Terms: NEW COMPLEX ANTIBODY ANTICANCER DRUG COMPRISE ANTI HUMAN 
ANTIBODY RECOGNISE SURFACE ANTIGEN TARGET CELL ANTI HUMAN LYMPHOCYTE 
ANTIBODY BIND EFFECTOR CELL 
Patent Assignee: (SAKA ) OTSUKA PHARM CO LTD 
Number of Patents: 001 
Number of Countries: 001 
Patent Family: 

Patent No Kind Date Week Applic No Date LA Pages IPC 

JP 5213775 A 930824 9338 JP 9219968 920205 12 @A61K-039 /3 95 @ (B) 

Priority Data (CC No Date): JP 9219968 (920205) 
Abstract (Basic) : JP 05213775 A 

A new complex antibody (a) an anti-human c-@erbB©-2 antibody 
pref. CFD-OA-P185-1 that recognises the surface antigen of target 'cell, 
and (b) an anti-human lymphocyte antibody, pref. anti cD3 antibody that 
works signal transfer by binding to the effector cell. 

A new anticancer drug contains the complex antibody as an 
essential component, 

_ USE/ADVANTAGE - The antibody has strong and specific binding 
atfinities to antigens (target cell and effector cell). Cytotoxicity 
against target cells can be activated and increased. 

In an example, UCHTl antibody contg. as cites was obtd bv 
administration of UCHTl cell (anti cD3E antibody) to BALB/c mouse 
mtraperitoneally. From the supernatant, UCHTl-F(ab') fragment was 
prepd.. Similarly, CFD-OA-pl85-l antibody contg. as cites was obtd 
and, GFD-OA-pl85-l-F(ab')2 fragment was prepd.. By using two fragments 
bitunctional antibody of both monomers bonded was obtd.. It was 
purified by TSK gel G 3000 SW HPLC . Dwg.0/0 
rent Class: @B04@; @D16@; 
Int Pat Class: @A6lK-039/395@; @C07K-015/28@ 
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1 

- e r b B - 2 <$sttSi*f:T?* D , mnifiyi V 'J ynf^ 

t»*a3] at he -e r bB-2Si^t:AtGFD- 
O A - p 1 8 5 - 1 Ta&*»*a 1 X«2 {r|B«SOffi^ 

4 ] b h U >/t]^tn:#:*«ft C D 3 jSfr-efe 

C»*S5] hhc-e r bB-2HiigefC#ftW 

Clt«S 6 ] mm 3 fClB«0«^tn[«:Sr<g!.^;S^)- 1 

[0 0 0 1] 
[0 0 0 2] 

[«e*oa$S] fie*. S^6jffiS^^c:fe^iT^/^?^-:^ 
;i'«i^*c««i<*ft#ttiMBattSJ)ia«Sf^ffl (ADCC;an 
ti body-dependent celluar cytotoxicity) [Martin, I. 
S.,et al.. Blood. 73, 1431-1439 (1989)] t^-StMi 
ffl#i:fe#tt^ffif^ffi (compIeDient-dependent cytolysis) 
[Irie,R.F.,et al., Proc. Nat I.Acad. U.S. A.. 83. 8649 
-8698 (1986)] {C»cJ<§®l^fegECa;t)j£<(SfSKg^*t 

[0 0 0 3] ±l2^/^'D:^-;^st«:^::j;5K)l^S3E 

fflViTff^t)nTVi5[Nisonolf.A. and M.M. Rivers. A 
rch.biochem.Biophys., 93. 460 (1961)] WSAZZ. 

ntisK < e n&© tt^ y ^ D i—)im#<Dr^i&msfi^ 

P^SnTjJieTafeS. [Koehler.G. and C.Milstein, 
Nature, 256^. 495 (1975)]. 

[0 0 04] ^:n6:nafs«)*y^'p^-;pta#©-en 

:tmt-m\ZF (ab' ) » 4>^*$J|BftbTfPS$n 
TVi^. m^ii':fl^>i-> (Brennan)e.ttDTT (i^f- 
^XWh-;i') ©S7C^<£fflViTgF (ah' ) 
"P^itTcffiaL-, -::fr©Fab' ©SHS*5, 5' - 



(2) !|#ggqi5-2 1 3 7 7 5 

2 

V^^MT. {2-:ihDa;m#iS) (DTNB) T«i8 
UTFab' -SNBtU, ffi:;^©Fab' -SHtii 

y h'ftft:«fPS!-r?.Ci:Jw^?(jUTV»-5[Brennan,M., 
P.F.Davison and EPavlus, Science, 229i. 81-83 (198 
5) ; Nitta.T.. et al., Eur.I.Imiunol.. 19, 1437-14 
41 (1989) #fig] . 

[0 0 0 5] *fcffJ©;&fei:tTtt, Ws.-ott=Jm<r> 
gi[#:^)-T*?Sffi?f!lSPDP [N-Xi'->>'r5v;P-3 

10 - (i-fcru>?;i'>?5^:t) :/ntr:f^-h] 

bfc^-r T-^-f ycA-f Hi!lfr*(^SlT^?&i* 
[Staerz.U.D.. et al., Nature, 314, 628-631 (1985)] 
^. -aSC0lfl;^t:F (ab' ) 2 y^i'pt^h^ra^fc 
bT?!HS»JS PDF £ffil.iTiK^Sli-fc^^-f V-r^-l':/ 
0/W:^Uy Htfi(**f^Sa-r«;&}S[Nitta.T., et al., 
Eur.J.Iiiiniunol.,19, 1437-1441 (1989)] ^*tJb5, 
[0 0 0 6] A-f i/ Htlt#$fPS-r5%5-^©# 

h*Jr[#:]g*A-f :/U K/W:/'j K-v<o« 

stein,C. and A. C. Cue 11 o, Nature.JOS, 537 (1983)] 

^-B-TA-f :/u Ywm.^)\^^^) H-vm Jin 

i'3^a©tn:#*#S:^tt[Staerz,U.D. and M.J.Beva 
n, Proc. Nat I.Acad. Sci, U.S.A., 83, 1453 (1986) ; L 
anzavecchia, A. and D.Scheidegger, Eur. J. Iimunol.,1 
7. 105 (1987)] mifitb^. 
30 [0 0 0 7] giJcDSOA'f :/>J YW^hXy-Q 

iig*£^«ttSr*TSBl^lK (V) ^*^ST>?XA 
'fT/'J ^B^SttSWr-Sje^glS (C) ^ 

9 8 4^0t'JV> (Morrison) CDte. il'<r;a:#Mtt* 

^[Morrison SI et al., Proc. Natl. Acad. Sci. U.S.A., 8 
1, 6851 (1984) : Sharon J. et al.. Nature, 309, 364 
(1984) : Neuberger,M.S., el al., Nature, 312, 604 
40 (1984) : Boulianne.G.L. , et al., Nature. 312, 634 
(1984)^] , MC, %\y\^m<I»\-{-:f^)vYm^iL\^ 
Ttt, V«<|?©ffl«rttSlJt<i« (CDR) 
S3fei:Ufct)0(Reshaped W^) *fe«a|^T#S[Ione 
s,P.T., et al., Nature,J21, 552 (1986) : Riechnan 
n L, et al., Nature._332. 323 (1988) ] . 

[0 0 0 8] iiBA-i-:/!; V Ym^<D%mt.K^\z-&^ 

•Sffif&ifOtetC. A y 7 y -fe-r ^^<rmm [Suresh, M. 
R., et al.. Proc.Natl.Acad.Sci. U.S.A., 83. 7989-7 
993(1986)] , ^feS)aia{b^T?©?iJffl [Mils ten. C. and 
50 A.C.Cuello, Nature, 305j. 537 (1983)]l?*tSft$nT 
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U'vHtaft: [IS^Jift: (fi^T. BFA;B1 functional an 
JI^£K^L, KB F A(Ofl&^r<DJSf|:*tT U >/'tI*©Tiffl 

FA®«jgtcsrt. mmfr!bmmmzm^-r^ct 

fc, -tCDSi, ^>tfhDfc*5ViT, BFAOgtt*«l>< J^7 
o*^®MffiiifflBaTef^$nfc[Mez^anica.D.. et al., I 
nt. I. Cancer, 41, 609-615 (1988) ; Mansfield,?. P.. e 
t al., Cancer iBununol. Immanother, 33, 247-254 (199 
1) : Osliiini,K., et al.. Blood, 77, 1044-1049 (1991) 
; Nitla,T., et al., E. J.Iiiuttunol..l9. 1437-1441 (1 
989)] , 

to 0 0 9] wiznmmm. 9mm> fsamzMvrhB 

FA0ia*9f^dtip^atiy5:[Nitta.T.. et al.. Lance 
t. 335. 368-371 (1990) ; de LeiJ,L. . et al. . Fonda 
tionNationale de Transfusion Sanguine, Les Ulis Fr 20 
ance, 249-253 (1990)]. 

to 0 1 0] -3^. ifi^, mm^m^<Dmhimmz^ 
mms'j>mitmm <D^t>. ±&aBflg^fiH?(epide 

rmal growth factor; EGF) tKEGFCDS^ft: (W 

b bT^VithSnfc c-erbB-2 SeTtYamamoto. 
T., et al.. Nature. 319. 230-234 (1986)]C!)SJteF 30 

-e ThB-2m^ommti^m^?>nxi^^, ^<dm 

sat; c - e r b B - 2 Se?®iii|S**^«) ^n[King, C. 
IL, et al.. Science, 229 , 974-976 (1985) ; Yamamot 

0, T., et al.. Nature, 319. 230-234 (1986)], Kc- 
e r bB-2Jie^®liSCDiSSJi<, ^ffiCD^^tSlVi 
ffiW«^^-rJlt*«l.m$nTliS[Slainon,D.J., et 40 

al.. Science, _235. 177-182 (1987)] . LifiVUH^ 

mmm'm^o^m\tJE'^^Ai&m\zit. m^niz 

L.*^S*Sn;5:Vi[Natali,P.G., et al.. Int.I.Cance 
r, 45. 457-461 (1990)] . 

to 0 11] ±IBc-e r bB-2See{C^*-r-£.ta«: 

"pty ^ai-~}v^i^hmzmmti. mmtino^n: 
^•r. ^mmmt>iz^&m&m\z^-oxi^m-^:^ 

i*t>M5!3n'3'3j&r)tMasuko.T.. et al.. Jpn.J.Canc 
er Res.. 80. 10-14 (1989)]; Yamada.Y.. et al., Ipn. 

1. Cancer Res., 80. 1192-1198 (1989)] . c-erb 50 



i|#MJF5-2 1 3 7 7 5 

4 

B - 2 ae^Slft&KSS-r LXh. «a| A« c - 
e r b B - 2ag^OC*ffi«ig{?£Si®t-SzP 'J ^ n- 

pAbi (T4 8 8 1) [huhww^t-y- 

-f X>xa®(Triton Bioscience Inc. ;Alaneda,CA)]^ 
tf F /'f y^mmt^t- U ^ u-i-jmi^A h - 
1 [:^->nv?— >iJ-'f x>7.(0ncogeneScience Inc. ;Ua 
nhasset,NY)] ^, c - e r hB- 2<Dmf&tM^^^ > 

'S:^m-r^'eyirv-i-)vmn^, sv2-6ir 
^axf^ix> mm^ 2-150293 ^^?g#ji) ] 
^m^n. :^mm^^hmzm. mz%mmmm 
Rzfmmm^m^t^mrh h?us«BaattcSK-BR 

-3 (ATCC^fe#^:ATCC HTB30) 0^il±«T^fe 

- e r b B - 2 giiSgeHIC!|tSWfcSlSi-^tic - e 
r bB-2^yi^D-:^;^^l^#:, GFD-OA-pl8 
5- 1 Sf^SlbfctOuzge.Alper, et al., Cell Growth 
& Dlfferentation. 591-599 (1990)]. ±IEGFD- 
OA-p 1 8 5- lji#:«, c-e r bB-2ae^'* 

mMt^\ibmmmwsK-BR- 3Rxf, A-549 

(fc hmmmmW : ATCC CCL185 ) <D-i >\£hUX(Dm 
?a&«-«fCMlML.fc (#S¥3 - 229835^) , ± 

mtr^mt, c -e r bB-2SeBt^n-?nSl£: 
U c -e r bB-2«e^]S4«j05!StHaT-53^ 

#tciR}S, tfTfes,)Bi?(7)^»ftcwffl-ea5^*t (# 

M¥3 - 1 9 1 8 6 5^4^^#fla) , ;:nC©Ji#:tt± 
*%?g«6ttJ;»3HKW;a:±*Stjt^-r^BFA 

\z^^^mmm^^mm-r?>Tztf)\z. c-erbB-2 
ae^st&icMarsfeosgWfr^BFA^H^ 

U 'f >thD|r*5tt-5BFA©Jn:J»iS#*?ML, 
Z. Z {r*|g?g£^<i^-r-5 ICS:? fc. 
t0 0 1 23 c -e r bB-2(CMa-r5BFAO 
ViTtt, ^fc*«[©tt7i<, *%?gt<J:r)BFA<£|B^-r 
^-;^Otaft:*mt h c - e r b B - 2ta(*i:A^6;ftSlg 

to 0 1 3] 

t5gM*««?9lL.J:d t-r^raS^] *%?^«c -e r b 

B-2^&^^^mrmm. mz%m. mm. m 

>J>A]^iiiBa(Cytotoxic TLymphocytes) ^OX7x^ 
i'-mmtt:i^l^m\z^'^-^^^ZtiflT^. Li^hZ 

^zMT^m&m^mm^$iimmv\>>BFA m 

to 0 1 4] 

imm^m^t^itsbo^m *5gegicj;n«, bfa 

(ffi^iT[<*J) ^m^ti~:^<D^m^\i h c - e r b B 



-603- 



5 

tn:^*:*t*it hc-e r bB-2i(ift:T»-3T, X7x^' 

U>/136*fiift:T*S±?BBFA» Sikhc-erbB- 
2gi#:*tGDF-OA-p 1 8 5 - 1 -eibSifBB F 

5, khc-e r bB-2Miige(C!|*SW(cE^S:-r5 
±iBBFA*«^ns. *%W»Cj;n«, ±12 
B F A tf S r t <&^$?S t -r •5.)S?&!g^J*«tl 

to 0 1 5] jtn (gwise)iaxixx7x 

fflfcj:oT. cTL^(ox7xi?3'-aBjeow-r«>iiW 

[0 0 16] e^T. 2|s58Wti«:, ?fctC-;?®Si^ic*mb 
hc-e r bB-2$i«:OFab' gg^J-TfeD^ ■te*© 
Si^^/O^Si t h U >/'<^K^® F a b ' SS^J-Cab f5 , 

[0 0 17] *5g?B6i«c©fPS<7)fc8i)®«i^frsSi 
BI-&tyi'n-:J-;WgT:«^i:LTtt, C!iJ^«Sic-e 

r b B - 2 m^^<Dm<^7bmtnsmmi^. RZSmCD 3 

Sfitc -e r hB - 2mmzm-t^^c - e r bB-2 

mmin&mm^mizmmi^xi'^?) c-erbB-2ae 

^Sifei£^^-rSfe®TJb?), cniCttGFD-OA- 
p 1 8 5- 1 [Alper.C.et al.. Cell Growth & Differ 
entiation, L_ 591-599 (1990)]. M&l'UmX^m^ 
fflt^Tkhc-e r bB-2ae^4iiSS:^g'^i7^ 

-\zmi2,^x% ^nsiffi^^D n a JSrfti^ifflBafc 

»AU ^OSfcigiiiitHlg^JgSemU thc-erbB 

-2jie^ss!abT(.>5iBeBa^s*JL/, ^-oiwiiasffl 

lc5ISUTV>-5jfflSaS:c-e r bB- 2^ y i'D-:?-;!/ 
SifrfPi}©fc*®^igSiKtLTf^SbfcSV2-6 1 
jEn:^*:^SV2-6 1 Ttaft: (#H¥2-1 5 0 2 93^ 
, TAb2 5 IS^, TAb 2 5 5*i#:, TAb 
2 5 emt^. TAb 2 SStn:^*:. TAb2 SSfi^c (P 
CTiiPi1$ffW0 9 1-0 2 0 62^4;iffi) , 9G6Jt 
^*:[Van de Vljver M.I., et al.. New Eng. I.Med.. _31 
9. 1239 (1988)]^?Jt^*n5>. 
to 0 1 8] St±iBgik h'J>/t]^$i#fc«-rStr[C 
D3^#:<DM<!f:fifi|tUTtt, UCHT Ifitft: [giCD3 
eJi^*: : v^x I gGi :Beverley.P. C.L. and Call ar 
d.R.E., Eur. J. Immunol. .11. 329-334 (1981): 
0 7)1 '^'r>D-—' U-y--5='7r>'r-'>3>(Inper 



(4) 1$HJp5-2 1 3 7 7 5 

ial Cancer Reseach Foundation.DK)]. OKT Stfi^^ 
[^CD3|n:#:: T'^;^ I gGi.:Kong,P.C., et al.. 
Science, jge. 347-349 (1979)] ^t:M^X^i>„ 

c HT 1 mmtT u >m(Dmi&mm\z^m t h c 

coo 1 9] t.^^&imt^n^n0^yi;a-i-)vm 

<0;&& [0!I^(iKoehler.G. and C.Milstein. Nature,_2 
10 56. 495 (1975)^#Rg] IZ^^^^mmr^^ittiiX^^, 

^(D-t&mmtvxit. *•f^/^'D-:^J^st#g^ 

/N-f:^'; H-v?£aS;4««ffim 0iJ;t«lO%FC 
S (^i!&ieifilfil) Sr^tJRFMI -1 640^«! (B* 

©nasi) ^sfflv^T^n-rs. ^Ko^s/N-f :/>j h- 

V<&PBS (U>KiS«ftlfi*) X«FCSS-^Sftt» 
R PM I - 1 6 4 0««tffi8J$-a:, MSiS{«*> 
ZTOTs^y (2. 6. 10. 1 4-7"h7>l^;V'^>^' 
&KHl^S#bTlaWSnfcBALB/c^- 

Hv^xfcigertia-^-rs. ±iBS#oii!«j7~i 4b^ 

A[Forsgren.A. and J.Sjoequist, J. Imminunol.,97, 82 
2 (1966)] *fflVi&77-i'r:x^'-i7nThi^77^'- 

lmiaO0)»*fc2~4BlCDilS-&Ay7 3'- (1. 5M 
^O'yy. 3M NaCK pH8. 9) -^nfLkM^ 
mi. mXii-:fay'^ >A±yro-(> (5^«yV«ciC^ 

0. 1 ui7 x>mi- h 0^ Ammm (.PH3. o~ 

5. 0) xmm-^'tt^z.t\zi:r)m&X^^. 

[0 0 2 0] ±m0ts!<Lxn^n^^y i;ai—)vm 
m^i^<DF (ab' ) 2 ©wsB, Kfc^esnrtis 

l*'^ [«»IA(iParliam.P.. J. Immunol.. 131. 2895-2902 
(1983)] izmcx. ^•fy>mn:-^ii^zit\z^r)n^ 
::(Dm^<DM^m-mtLx\t, &rf 

(D^&'Sim^-t^Z.tifiX^^. m*>. *f 5~10mg 
(D^^^^tSO. lMi7X>K:hh'J'^A^aE (pH 
4» 4. 1~4. 5) {r. i;i#:01/l 0~1/1 0 O^gS 
MO'^:/-^ (v^TttS) ^m^XM^L. 3 7"C® 
llffllf-Cl-SNfffimS^SSff/Sa. KE^SJRICIM 
h'JX^JK?£SD;lTpH*8. 0 tbXK^^^i^±i 
a, 2 0mMhUXi[K. 2mM EDTA&lXl 5 0 
mM NaCl*>6;a?.^«e (pH8. Orfit^fTE 
Sl!g«?Kj tti'S) T^mSftLfcTSK-SW-GS 0 

0 0 (I — v-as) ijyJ^^m^'^x^ji'mM^ffrsi 

~ 4 fg^a®«g-&A*-y 7 r-S;lni;lT:/ax-< >a* 7 
50 AC7:/7'fUT5gaD[15>*IeIiRb. 
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7 

UT#e.nfc3Rar)Hi>&, ^^^i o o o oo^^ffl 

v»TliB^1'itji^ffJ5:5^ttriO, SiffiF (ab' ) . 

iiigO$i«J*>&iKj4~6iiigSScDF (ab' ) j *«#e.n 

to 0 2 1] ±l2cD*a< l/T^e.n«F (a b' ) j 7 

TSIft^®Fab' [t/V-] tx:?^^:?-^^ 
^rSJi^l^CDFab' [tyv-] t^tjjg^U&BFA 
tt, «»l;^tfifEBe)®:trte [Nltta.T., et al., Eur.J.Im 
munol., 19. 1437-1441 (1989)] fct^o TfPISf 5 ^1 1 

[0 0 2 2] ±f2;^fett, *-rgwameogMftM«i8 

SI1-«.mft, ffl^«gic-e r bB-2tri<^OF (a 
b' ) I 7 7i^^>h*^tyTESSaf}«K, Si^aig 
*ti~2mM<!:;5:«J:5lCDTT m%mm.m im 
Wi^li^XX. pH7. 5-C^fi«CT3 05)-mSi4:&ff)ft 
ofcSb. Si^Sa[*t5mMi::ft-5J;'5fcDTNB (fD3t 

iaC»t-^Si#:Fab' -SNBSJR#T^-&, WZ. 
X 7 X ^ -jJHSatCife^ Uao *ff JS: 5 ta 

M^tf*iCD3Ji«:®F (ab' ) a 77i^pt>h 
*#tJTESig1SfJKIC, ft|^jSa*n~2mMt;/a:-5J: 
dfcDTT;?KS5JKS:Jn;^T, pH7. STStatTSO 
^)-MSiSSff:ftVK #en-5SfS?K*TESi^afi8cT¥ 
S<t;Lfc-fe7 77'?/X^G2 5*7ASffltiTy;l/jS-iS 
<&ff*Pi:ifcJ;»3, X7xi'^'-iffl)iaJc*fr-5lii#:F 
ab' -SH?£iR#T§S. ±|3-e#enSF a b ' - 

lS-rSix«^OFab' -SNBSa^l : 1 Jl/JtT 
InAT, l8n«3il!gT«ISUm SMT4I^MeSK 
JiS^-frSClitir). g«WiairiJT-5trt«:«)F a b ' 
[^r/V-] tX7xi'^-ifflEfcjt*-r-5«i[<^Fab' 
[^/V-] a:*tie-&L'^cBlfa©BFA£JR^T^S. 
[0 0 2 3] ±ElC*>liTtt, Sfcgi#:Fab' -SN 
B ©fPM&X 7 X -JBiafc^t-r •5011^*: tr» ^fr* 
Vi. *&ttft:Fab' - SH®f^SlSg6«llBejiatCjt#-r* 

Ji^ica#fT;a:5ct i:n»r<fc<3Tfe0fSoB 
FAi£iR#f5;:t*JT^«. 

10 0 2 4] *v< tT#6n7S:BFAi£TSK-y;l'G 
3 0 0 0 SW (h-y-ltM) <£ffiffl-r^HPLC (ilS 

©Fab' -?:t-;HSI^f*: (i>^*fl5 5kd) ^i)- 
SILT, 4H^S*51 1 Okd*^r>BFA?£»S-r«.^: 

[0 0 2 5] *ji7C*#TT, 0. l?i{SDS (Hx-> 



(5) ^HJF5-2 1 3 7 7 5 

8 

;l'«SII^-h'J<:7A : ->i^TttlSD ©fiF«T»CT, 7. 5 

% p A G E (ij? u 7 u 5 Hy;vm^»!ft) ^^ff 5 

ff?45ili:tj;»3, iETSmsnfcBFAjJi^SSn 

fci)-^ a&^f o T 5 r twfli® sff a 5 c t 

[0 0 2 6] ±IB:&«ctieoTgWiBB)i&»c:*fr5 
ii<jJ©F (ab') . [3j?U-7-] i:X7x^;:?-aH8a 
JC^*1-5fit^^F (ab' ) . [Jjt'jv-] tdtiia^Lfc 
BFA&f^fi-r-5e:t*Mt6T*S, KF (ab') . 
10 [jP'J^-] tP (ab' ) . [ji?U-7-] 

;rcBFA<£f^®!-r5*j*fc:3V^Ttt. *56?l«5*^5fefc 

aisu:fc«^Si*©iijgfectBfc3nTvi^ (i^g^s 

- 2 2 9 8 3 5^#fi8) . K;&«t«£-3TgWi9IliafC^ 
■rsi«?&S«ciT-& (F (ab') . [Jjtuv-] fij 

ffl) frsjiticj:oT, ^snsBFAtt. -eogiw 

[0 0 2 7] ±ffi$n< LT#5n?)*^§8©BFA©flJ 

ffl(r±n«. cTL^©x7xi'3'-ijfflia®gwjffiflat 

e rbB-2m«=a:«[CD3^^f:a:£M<rJTfPfiLfc* 
J«MBFAi£fflV>n«, c-e r bB-23ifeTSft& 

TsCti^^XZ.. i!Efr^^Snfce»;^^[Staerz,U.D. J. 
W.Yewdell and M. J.Bevan, Bur. J. ImiDUDol. , 17, 571-5 
74 (1987) ; Nitta.T., et al., Eur. J. Immunol.. 19, 1 
437-1441 (1989)] ICtj^^Kg^tCj: Ofil^Tf^So 
[0 0 2 8] f^. ±ffiJC:feViTtt, XT? ^ -W&h 

L^Sfflv>*c:tj5«-C#. Sfc«i^A©*ffiiiU>A]* 
(PBL : peripheral bloodlymphocyle) SrfflliTfei 
SICi'-DMtCTL7>SPBL<&'f>^'-n-l'4^ 
>- 2 ^©^arr 3 B bT L A K ( 1 ynphoki D 
e activated killer cells) ^&Sl^bTfflViTt>±Vi. 

««A©*ffijf[i'j>/'?«5©isisatt, ita^>iis(cS£oT 

>Sj1i Lfcfi^A©ilJS 1 0 mltC 2 ~ 3 ^SfiO PBS 

SSfflii^^itd^'ets) &iin^feisa:«Jit&»?jfii?8t® 

ifeftSaSl/fc^, 4 0 0Xg, Sfi-e3 0~4 0i>M 

a^i-iSjactoretT^f-sasssRtriStD, ios^fc 

S^WRPMI -1 6 4 0«flfit'.i:!3j«cjfrs, *K L 
T*#llIll'J>>''^3^1~2x 1 0' <@$#-5i:t*tT?§ 
SfcLAKtt#i^n&PBLS 1 0« l@/mlt;/i.5 
<J;5K1 OS^FCS^WRPMI -1 640«ffiK®«S 
50 ^ffilBlSD 1 0~1 0 0 0*fi®'f >^'-n'r + 
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(6) 



5-213775 



9 

[0 0 2 9] Sfc«i«ttl^fir7C*6>C r^^tJd^nABg 
±h^J^J^ (Na2 "Cr04 ) II J; ^^WSfflflaoMia 

«. *-rswfflsa©'^i/'y h (i~2xio» mm 

\Z. 3. 7MBo/nlO±BEi7aAe:^hU"^A (NE 
Nm fb^iiiBttlE55) <£iniA, 3 71C» 5?6C 
O! ?¥aTT6 0~9 O^J-M^HSfT^St^ 
«tlOS^FCS^WRPMI-1640 ^gF^^ffil^T 

A ("Cr) gi^««|fl)ia<£iR#TS.5. 
[0 0 3 0] ±i3i7D5'>A e^Cr) gligWm. 

l~3Mg/iDl) K^&IRbfeBFACDl 0 Cm 1 tx:7 
#SW«««= [ (a-b) / (c 

ctti?i;NP-4o (s/i^vtts) viTSwaa 

e r bB-2jEn:^©Fab' t^CD 3lrCft:«F a b ' 
a:<£fflV>T<^»Lfc*%?BBFA«, 1 0 Ong/mlOffl 

(^IE-rS01-A#fi8) , ^ntC^UT, *xc-er 
bB-2Si*|:OF (ab')2 77i^>^>htSiCD3 
jK«:©F (ab' ) 2 77i^^>htS:l : lOttmr 

mzm'^L-ftm^mT\t. ioooiig/misTii«*± 

01-B#Bg) , Sfe, &a©F (ab' ) 2 7^^^^ 
> ht) 1 0 0 Oag/ml^-cmS.^±\fXh^M:/^mm9, 

[0 0 3 2] r.<D^5\z, mmmm\zM-r^Sii^<DF a 

b' 7 7i^^>htX7xi7^-«a)!aK^-r«fii#:®F 
ab' 77^^>ht*«i!SB-Ufc*5iS?gOBFA«, 
0ng/mltti5ffi«S**^&li«liffll!S©#SWi!i)ia 

^^sttssf («i2-r?>0i-A#fia) citTi^s, c 
- e r b B - 2m^&mmmmm\z^Mvx\/^^m 
mmizi^^m^mmnmmm, mznmmmmtvrm 

[0 0 3 3] *;t*^HJBFAfi, -f-O^WSBIiSJCjtt-r 

mnmik<D=e^9u-)—)vmmzRt>-3x. =&a©^ 
CO 0 3 4] &.±(D^^\z. :^mmmmmmmsi 



♦ xi^^-Jfflaai 0« /I OOu 1 t?£ji^L, SfiT3 
O^i'HKl&^iJ-, K^S^S:! OS^FCS^^RPM I - 
1 6 4 OSfflViTiSfei^U, l(i#:©ite^UfcX7xi'^- 
iiijaSttKttTIlIiR-r^ (r©ilf^T*E;SOBFA 

X7xi?:J'-ifflJ!a(D-?-n-eni 5 Otf 1 (X7xi'^'- 
m» : 2X 1 0< ) @d(|«Ii|gCD 5 0 1 CHIIig 

»: lOM ts, -^-n-ens 6?^®uj£««:/^-h 

(n-X>i^1±il) <D^'>x;HC^J)Dl/, 3 7^:, 5^ 
20 CO2 S«T-p««bT, SWilfflJia®1$||«SSlS:*ff 
;'4'5. K*:«lcS':7x;KDiil:irtl«ttS:;^Oh-r.5. 

BFAS:^M.T, X7x^3'-Jri[^tg«|«ai)fit*i!e^ 

3-e-fci^fcjg;i*gwaBBa©*fswffii&©es (%) 

CO 0 3 1] 

-d) ] X 1 0 0 (1) 

20 s*tuT, ■lifitta^cDSSflaiifTis^icoaBFASffl 

ifliiw ^itxin\mmm\zm^ii.^^<r)ma\z^K)Wi 
mrnhnrnzm^mmx^^. *fc^}gS8©SMtt-ero 

[0 0 3 5] :i^'^^mmm<D^^mmmiowt^'is 

3n-3fett*t»*s, -«ictt*i6Wfii^oa*«iii?jo. 
0 0 0 0 1-8 otta%eK-&5B'$n«.fe©ti-§©*t 

^M?&J8»J©fe#tciti«, ;in*ig^snfca«©#: 
i^fc^fev^TU >/i^©iMje«§tt*«ii®sn, *^<LT 
^s©?&i?^***^$n«, 

[0 0 3 6] *fi6?^}l&SJSI€fflVifc^«E!i!S© 
5(? 1^, «i^^6SSffi, EIIS-fiJi«^#J:OS®bfcU> 
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(7: 

11 

(iu I L-2mioov /ai^^mL^MsisLmm'v 
*5iaMsa«su, #&n5LAK«Bifi (•j>Jt^*-i' 

>«tt^b=¥7-ili)iS) KiSjl X 1 0« <@**^?g0BFA 
«!J1 0 0~1 0 0 Owg, »*b<tti|i«Il 0 OugW^ 

[0 0 3 7] 

mmoiiiim :^§6mmmt> mm mmmmRz^xy 
icj:ocTL^<DX7x i7 3f-mmmt!s>mi/immz 

[0 0 3 8] 
[0 0 3 9] 

im^mi] BFAoKjg 

1) UCHTlffi*OSiS!l 

VCHTimm [mCD3 emi^^i-^^T.! gGi :Bev 
erley.P.C.L. and Callard.R.E. , Eur. J. launinol. ,11, 
329-334 (1981) : -f U T)V • ^^>D-- • iJ-9— 5^ 
7t>7^— i'a Xlmperlal Cancer Reseach Foondatio 
D.UK) *10%FCS (7n-a®) *^tf 

RPMI-1640*&« (B*»3lttS) ^Effll-iT, 3 

[0 0 4 0] giJfCBALB/c (B^^-V—Jl'XU A- 
aS) ®HEF«JIC. -ESDO. 5m 1 <D:/UX:5'> 
(2, 6. 10, 1 4-T-h7>t5";i-'^>:$'5';<7>, » 

5t«fi^iasD sta#LTi~2fflMfaw*ff^ofc. 
[0 0 4 1] j*:»cifeir#6nfcucHTiiMI&*> pb 
sjcfffiisu -ecoixi 0' maa/o. smi-r-^ss 

»l»*SB3iii'C^^0 5PR-2 2 (BASfP 4^ 
9faS) SfllV^T 1 0 0 0 0 r pm, 3 O^m. 4*07? 

[0 0 4 2] 2) UCHTl-F (ab' ) 2 77i' 

±121) T#en&UCHT lK*±mK2^&$S(D 
1. 5Mi^U-»Rt;3M NaC 1 A>6;a:5gff?S 

(pH8. 9) ^M^xm^u m^m^. m^if:fn 

7-^>A (immoblli zed-Protein A (Repligen tfc) ) * 
yA\Z7-fy^V. UCHTlM«:?£^7 7AC(g3tS-B: 
^0 i&i^\Zl. 5Uift)'y>RZf3U NaCl*^^^i 50 



<^m¥5-2 1 3 7 7 5 

^mmm (phs. 9) KJtuTVi^u 

CHTlJt«c$. 0. 1 Mi?X>K:i-H'J'?Algafjet 

(pH3. o~5. 0) T^ws-e-T, leomm^m 
ft. 

[0 0 4 3] ±|BT#P.nfcI gGjS}«2ml (IgG 
lOmg) 0. lMi'X>K:>-h'J>>Ag«f«c (P 
H4. 1) izMVXA^-n-tfimiSrbft. S«f»t*lliR 
^. ;itUCji[#:01/l 0~l/2 5fi (w/w) ©'^ 

(->i^vasi) «jD^Tig^b, 3 7"Cofi©<i 

!§M*JD ATK^&*<9±^? 1 5 
OMm NaC l-&#2 OmMU^SIlSISfiS (pH7. 
0) T¥«fl2bfcTSK-G3 0 0 OSW (h-V-ft 
SD*7A(2 1. 5mml DX6 0 cm) ^fefflViT^r' 
;i^ai§*fTJa:V^ F (ab' ) 2 H^>s:/-;n.fc. 
[0 0 4 4] ^ir. JlCD^J-^LfcH^J-ICl. SMi^'Jv 
>&r;3M NaC l*>^^.5^«jat (pH8. 9) 
ftlA. -€-©ig^«?S7'n7^^'>A*5ACT7'7'f UT 

L lJit*^KiP$1tTBE*L/fc. *KLT#6nfc^ii 
D CDiaSR<£, 1 0 0 0 0 <01K*fflViTK^1-jlJi 

(7S.=l>^n. 5'-1'77n-^>:/P>YMl 0, 4 
SmmlKSffi^) S;ff;&V», r~i2 OmUhU 

7,mM, 2mM EDTARtXlSOmM NaCl*^ 
ibfi^mWt (pH8. 0 rTESig«jgEj 
•5) tc3^^LT, UCHTIWF (ab' ) j y^!f;f. 
>h®4mgS#fc. 

[004 5] 3) GFD-OA-p 1 8 5- IK*© 

seM 

*-f t h c - e r b B - 2 jie?S'^^Sig6-rsin[#:t 
LTWGFD-OA-p 1 8 5 - 1 ii#:i&OT©i 5 tC 
IHSbfc. BPS, GFD-OA-p 1 8 5-lS[fr<£g 
*-r5/W::^U H-VGFD-OA-p 1 8 5-1 (I8i 

xws^F^i 2 2 0 6#) i£±iBi) tnm\zvxmm 

GFD-OA-p 1 8 5-lJn[#:S-&trjgzK±«&# 

[0 0 4 6] 4) GFD-OA-p 1 8 5- 1 -F 

(ab' ) 2 yyif:f^>h<Dm& 
±E2) tP)KlCLT3) T#SnfcGFD-OA-p 
1 8 5-l|fi*±fil{r2f&$»©l. 5Mi/'J5^>Rt; 
3M NaC l*^e?a5igafJS (pH8. 9) SilD^fe 
ji^JKS:, 7'n'r-<>A:*9Alr7:/7'f L. GFD- 
OA-p l 8 5 - ltri«:S*7A!»5t3li:&, m/'^yy 
r-Xi^i^bft^. KiifL-TViSGFD-OA-p 1 8 
5-ltaft:S, 0. 1 Mi^ I >6g:^^U^7 Ageless? (p 
H3. 0~5. 0) r^a$-B-T. IgG^^tf^S 

[0 0 4 7] ±BXn^tlftl eG^'^tif^m2ml 
(IgGlOmg) 0. lUi7X>mi-bO^Am 



-607- 



13 

af}S (PH4. 1) t3yLT4"CT-«6S«Tbfc. S«f 

w) 0^-f'y>^m^Tm^L. 3 7'C©fiSlfT4~ 
8 I^W^B^bS^SSfif ^ofe. g*:^, 1 M h U 

XJ8}Sl/2$fiSJO^TSlti:&<?±S^t-, 150Mm 
NaC 1^^2 0mM'J>B|lgJ«f«e (PH7. 0) ? 
¥Sfllb;/S:TSK-G3 0 0 0 SW;^;^ A^ffll-^TyjW 
ffltiiSfTiftti, F (ab' ) 2 Hi^£:/-;H/fc. 
[0 048] j:CDH5i>tl. SUif'Jiyyj^XSS 

M NaC (pH8. 9) SJO^, 

iJ'SriHiiRL', * 7 AlC ^^iS-fbOCFD-OA- 
p 1 8 5 - lti#:?&K«5ti-T^*Lfc. *K LT^e. 
n«:^a»3©Hg55. ^H'Sl 0 0 0 OO^^ffl^iTK 

T, GFD-OA-p 1 8 5- 1©F (ab')i 77 

[0 04 9] 5) GFD-OA-p 1 8 5- 1 Fa 
b' tUCHTl-Fab' t(DBFA(Dfm 
±IB4) -rSSfflL&GFD-OA-p 1 8 5- llafli:© 
F (ab' ) s 77i/'>l>h3mg*^tri. OmlT 
ESJg»fiKlC. 2 Om 1 ® 1 0 OmM>'9^:tXW h- 

(DTT :mytmmv:m) n^mm^m^x. ph7. 
5. ^incTs o^mK^'&nri^ft^. ^\^m i o 

mM DTNB;4c^jS (fnjtMHttM) l~2ffifS*lin 
;1T. S»c^iiT3 04^MSlSSfT;^*3-ti-&, J:©SlS 

— i'S:7'-;H'T, GFD-OA-p 1 8 5- 1-Fa 

b' (om^-hay j^=.)i':f:!t.)ly ^ HSI«#: (gfd 

-OA-p 1 8 5- 1-F ab' -SNB) ?£JR#L 

[0 0 5 0] mz. ±122) TiliSlLfcUCHTli/tft: 
CDF (ab')2 yy^}>.>hSine^^tSl. 0ml 
TE S^«jg(C, 2 0/11 0DTT>!K^?Ki£SD;^.T, p 
H7. ST^SfCTS 0^)-raS^*fTJS:ofc«, 

/c:ir7rxry^9XG2 5:«;5A&ffl(.iTy;W«jiL, ft 
^(Dlf-l/^Zf-JlLX. UCHTl-Fab' -SH 

[0 0 5 1] ±faUCHTl-Fab' -SHIC, MZ 
PiSUitGFD-OA-p 1 8 5- 1-Fa b' -SN 

B^m^, m^ytamm (ymio) -cjgm m.m.r4 
i^MSfSSit, &.^. 4'CTSf6^«flg^^^■^^•5ca:^c± 

■pT, GFD-OA-p 1 85-l-Fab' tVCT 
HI -Fab' ©^y7-|^±*tii8-&LfcBFA*# 

[0 0 5 2] ±^X%irL^BF A^Si^tiTESmmm 
STSKy;PG3 0 0 0 SW (h-y-ft®) Sfieffll/ 

fcHPLc mmmi^^a^hifyy^-) x\t-i't> 



(8) !($MSF5-2 1 3 7 7 5 

14 

Ai? hi^7 7^ -IC#-r;i tKJ:D*K>ti;©F a 
b' -5^:t-;WSI«# (^J'^SiliSS 5kd) *^6iW© 
BFA«4i'«{L.TttS8t«:. 

[0 0 5 3] *l3SU;tBFA*l^)a7C*ft=T-C. 0. 1 
98; S D S ( Hx->;H!«BI:J- h U ^>A, '>i^TttS) #S 
Tfc, 7. 5 5ePAGEi)'«fl£fT;S:Vi, SKUytBFA 

[0 0 5 4] ±i3SDS-FAGE©item. 4)-?fiiii5 1 

i<? 1 0 kdofeBJc:/\*>H*{SI8U z:<DZ.tii^^BFA 

[0 0 5 5] 

[mmm2] mmmixn^nft:$^^mBF AtcFD 

-OA-P185-1-F (ab')2 y^if:^>hR 
tXUCHTl -F (ab' ) 2 y^if/>>htO^&^ 
WS^Sft*, 7^®kh«5«BJBttt@mkh3p7>x-< 
7J&^5raSL&*ffilfil'J>/1« (PBL) ^ffifflUTK 

^ [0 0 5 6] CWttKtCfi. OTc^f 7t3©k hjSiffl 

Ifil* (ti-fn'b7^U;«7>-i5"f:/-*;i'5^r-- 31^ 

i'i^aX ATCC ; Rockvllle, Md. U.S.A. iOX 

[0 0 5 7] ZR-7 5-1 (hh%Bmi&m: ATC 
C CRL1 500) 

SK-BR-3 (t hSlKSSifflBa*: ATCC HTB 
3 0) 

UCF-7 ihh^mmmmm: ATCC HTB2 
2) 

50 p AN c - 1 (t hmm. ±^mmmi!&w : at c c 

CRL 1 4 6 9) 

MIAPaCa-2 (h hBSKSMflStt : ATC C C 
RL 1 4 2 0) 

ASPC-1 (thfesg^ttKEajBiMKttc: ATCC C 
RL 1 6 8 2) 

BxPc-3 m^^nhmBmmmw: ATCC c 

RL 1 6 8 7) 

±iB7':3©t HiMte*tft^#7>5^^7©PBL 
S:, -etl^no. l%BSAXt/0. l%NaN3 
40 trPBS|g?lff}RT«c#Lm HPBSi^ffi^tff'l 0 
Mg©#Ja#:£ftI^, 3k±KT3 04)-mSl£;S'&;fc, E 

aasas2iiiitjfL, ^^»-cFITc-^g•&s^vc7 

gG (Tago Inc.. U.S.A. ttS) SrJnA, S{c:}K± 
f:T3 O^^WSlS^'ti-;^. 2lHl«cj*L, 'A^^X 

^^^(DR^^itt:t)V h ' X^f h 7AIII (Ortho 
Diagnostic Inc., U.S.A. ttS) <£ffifflL;fc7D- • -y- 

*^?fc3ia!*W^LTVi« "b© t LTjtfibit. 

[0 0 5 8] -^-oijgm&^igKs-r. 

5^? [0 0 5 9] 
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mi] 



(9) 



!!$M¥5-2 1 3 7 7 5 



16 



U US 








F 


Cab' 


) 2 VjifiyV 












tft c — e r b B 
-2>tfe^ffi4^> 




B F A 


P B L 




2. 




4. 


9 


8 2. 


7 


8 2. 


8 


ZR- 7 5 - 1 




8. 


2 


8 5. 


5 


2. 


6 


9 2. 


9 


SK-BR-3 




2. 


0 


V 9 9. 


5 


2. 


9 


9 9. 


9 


MC F 7 




4. 


8 


4 0. 


3 


1. 


9 


4 7. 


4 


P ANC- 1 




4. 


6 


2 4. 


4 


3. 


6 


2 5. 


9 


M I A P a C a - 


- 2 


2. 


2 


6 1. 


4 


5. 


2 


6 1. 


9 


A s P C- 1 




9. 


6 


3 3. 


5 


NT 




2 2. 


1 


B X P C - 3 




2. 


8 


8. 


8 


2. 


4 


8. 


6 



a) : ^2ifi;(*©* 



b) 



[0 0 6 0] K^tf. ia¥«#ta#tS*Sbfc^^K;(0 
/t— t>h (%) !£^-r. Sfcn^hD-;!/ Gfc*Sg) » 

[0 0 6 1] ttc-e r bB-2®fe^|6#i 

F (ab')2 79i'>^>htt, 2 0(Da3!SifflBa*|cZ R 
-7 5-lRW:SK-BR-3(C5l*LT®<RjlSbfc, 
i.^OD 2 •D<Dmm&mt.. S^IC c-erbB-2mR 

aus.M.H., et al.. EMBO J.,_6, 605-610 (1987)] . S 
fcUCDF (ab' ) 8 77i^^>hH, jffilffliSttMCF 
-7. PANC-1> MI AP aC a-2St^ASPC 

^b. 3S«alii«cBxPc-3»r^^LT^ist^i•s^&^4 

(0062]ttCD36F(ab')2 ^^i'^Vh 

fc. *^?^BFAtt, 2t30fchSUSifflflattZR-7 5 
- 12fcr;SK-BR - 3 tPBLIC^fLTSKSfSU 

Tc. s:tKBFA(DK^6;stttt, ffiotniiSfflBa^fcc^if 

bTtt±gEftc-e rbB-2Jte^g(KlF (ab') 
[0 0 6 3] *^EBOBFA«ai 



[0 0 6 4] 

§gttMS<£, X7xi;3'-«BBtbTPBL<£. 

50 ifflietbTZR-? 5- lSC^SK-BR-3<£-€-n-e 
nffifflbT, BFA*:n'bT±^&X7xi7^-«]St 

[0 0 6 5] (J) ^Wm©" C r fCj;^^^ 
1 OJKFCSS-g-tJ'RPMI -1 64 0«aSffiViT, 
ZR-7 5- li!ffljaB:r5SK-BR-3«teS, 3 7'C 

b. p B s < ■ > 2 5ml Tifem ^ti^tioi^mmm 

\Z0. 0 5 96hU-:f>^>-0. 05%EDTA-PBS 

bT, iffliaSfJ*tb, 1 0%FCS^^rRPMI -1 6 
4 0^*2 Om 1 lc!BiS$«T't'?tIb. 1 0 0 0 r p 

[0 0 6 6] ^viT?, m^nttmmotm (s x i o 

• mm) tC3. 7MBqCD^'nAK:hhU>i?A (Na a 
"Cr04 : NENttSD &lia;iL, 37"C-?55«C02 
l^ttTT 6 0 ^mmm^fffS.^\ ^««t« 1 0 9i F C S 
^^RPMI -1 6 4 0»fl6SfflV>T211liSfe?^bTji«l 

50 «««Ot6S*t2 X 1 0« «Blia/m 1 tfn^ 
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(10) 



<ll^mW-5-2 1 3 7 7 5 



17 



18 



J: 5 »C 1 0 F C S^^TR P M I - 1 6 4 0 «ft!tTl& OSS {%) mmWlS: ( 1 ) ICtJfoT^ftfc. 



'\AiJ>S]filUfeM^Ajfiljg?5 Om 1 KPBSSaffJ^S B F ASfflVi;rci|S**^UT* 0, 02ttZR-7 5- 

OmlSrllDATii^U S«J»C5 0nil©it*iLN'i4*fcJt 1 JfflfiaiC^tLTGFD-OA- p 1 8 5 - 1 -F (a 

a^J-Htjg^ (U>5l?•t^-1' h-fe>'1U'->'3>^xW';7A : 7 b')2 77^;>«>hiUCHTl -F (ab')2 7 

a-(Flow Laboratorues) ttS) SI 5 m 1 "f ■3ln;JtT 7i?';*>ht<Dl : lfi-&ig»&ffll'ifc«^©te:Si£^L 

CDS. B5iji'£,>fil0 5PR-2 2&fflViTl SOOrp [0074] &Etr*5lriT«lttttiaVifcjEn:#©«e^#fi 
m. 3 cm ^m{CT?gS^BffiS.Di>«l&fTJ&:ofc, J<? (ng/ml) »8f«lttS«l«ffllSOI)#lie<)«^% (X 

[0 0 6 8] ]i>C'>«lt4*©;tiL>et|J©«tJta^^l!l Specific Cytotoxicity) HttJ (1) tlE/T 

a3?t©MICT*?>e««*/tXy-;i/fcf^<7 hSfflV^T =0O«'&«:, (2) ttE/T = 5 0<i^S. (3) tt 

Kt>^D. dnSfrbt^S 0ml OjS'L^fffcigfL-, 2 5 E/'T= 1 OOD^i^*. Sfc (4) ttE/'T=2 0©« 

mi©i o%Fcs#WRPMi - 1 6 4 o*i»siin;i ^-n-^^n^-f. 

Tii'&U. lOOOrpm. S^J-^jS-CNUTPBLSa [ 0 0 7 5] ±130 1 i 0. P BL 

StbTtHHRUfc. 1036FCS^WRPMI-164 B F AttZ R- 7 5 - 1 mo^r-Xfc^tiT, Wit;5: 

0«i6!t<t;5i!fcj^sif^*3i5i«iDigL:fes. »e.nfc«: mMm^m'&^mt'b^tiflmi-^nit. ^omm^ 

RS:10%FCS#*RPMI-1 6 4 0«*C!BSa SSItO^SJriJJS^SB F ACOJSStt, lOng/ml 

•arfe. fititfftOv *fcE/TJfctt5£t±T&ofc, Sfe. * 
[0 06 9]® &*i#:<DSS» a? »MB F Att 1 0 0 n g/m I ©ffiSTfi-^E/TltTlt 

*ig«S|n?#enfc2f:^??©GFD-OA-p 1 8 5- 2 0TS;A:iK|2 5 %©#MWgWWHa«S*^SI?-p#. 

1-Fab' -ucHTi-Fab' te^UBFA, ;i 7L<D^ti)^^n^^mmim&,m^^t:^^^z.ti)mm 

®BFAf^®!©ffl^#lpfiUTfflt»fcGFD-OA-p Stlfc. imiCjfcJbT, G F D -OA- p 1 8 5 - 1 - 

185-1-F (ab')2 ^^i'^^htUCHTl F (a b ' ) » 7 7 i'^ > N t U C HT 1 - F (a 

-F (ab' ) 2 77d/;<>ht01 : lii-&#), GF b' ) 2 7^i^;>c>ht©l : 1 

D-OA-p 1 85-1-F (ab' ) 2 7^^^>h tt. 1 0 0 0 n g/m 1 *TS«S:JitfT'b#jt)&:ifflffi 

Rr;UCHTl-F (ab' ) i yyif^yVO^ti"^ «^tttt^ise)&n**^ofc (02#flg) . 

nSr. 1 0%FCS-&3|-RPM I -1 6 4C^ffl*fflVs [0 0 7 6] St, GFD-OA-p 18 5-1-F 

T. ■en-i?n*V'n/»/i7XGV7^';i'^'-0. 22u (ab')2 77i'>^>h&U:uCHT l -F (a 

M (0*5'j#7-thsj) sfflv^Tftieajabfcs, 2 50 b') 2 yyif:^>v<D^n^n^m^^xn-mi^fr 

ng/ml, 20ng/inl, 2 0 0 n g/m 1 ^1^2 ;t^©fi-77i';>(> htt 1 0 0 0 n g/m 

0 0 0 n g/m 1 ©#iS«tC?&IRiaSU«:. 1 *T?«K£±tf T*)*it;a:aBia«Sett«S» ^.n^S: 

[0 0 7 0] ® iBBlia«§»tt6ti!i d^ofc. 

±fa(3)t?ilS[L.:t#aigS©Ji:#:i 0 Ojti lSt;x7x [0077] £A±©i|g«J:0. *^MBFAttlOng 

^^-mmz 0 M 1 (iBH(!a»:= 5 X 1 0< <@, Effecto /m 1 <i:VJ5ffia/hS*^^©«i6Dlia©#S«iBII)affi§» 

r:E) t, ^WifflUa© 5 0 M 1 (1X1 0< TagetiT tt?£^U e:©J: t*>?> c - e r bB- 2Jie?']SI&* 

) t*, -^-n^ng 6 7^cui£««:/^-h (7r;i^n m«S<c%SbTt»5JSifflgaj;D;ftSMttBji©?&S 

>(Falcoii)aS) ©#':;x;HC^jD (Effector/Taget M. it^\Z%m}timt\yXmmi^'&^Z.tt'im^^o 

= E/T=5) U 3 7^;. 5%C02 #ttTT4^M [0 0 7 8] * fc*^?gB F A©)g«iW]K(C^*-r-5iifVi 

ito *fc. ±i3tN«3a:*#T^-n^nosi^*:?&, X7 [01] :^%mB¥ A(Dmm^m^m:m^Tz^'yyx 

xir^'-iSBBaigWlfflSaoit^ (E/T) so, 1 OK 

r;2 0 \zvi.^x. Km^^it, [02] 01 tnvchxnmtt^mm'^momm^ 

[0 0 7 1] #ix«tcS:frUTX7xi?^'-a!iat©««ffl ^ttSil8'<fci'7 7Tafc-5. 

iiai:£ie^3-a-75:i^tie::*^WifflBa©!i$se<i«««tt 



[0 0 6 7] (2) X7xi^:$'-iBmia (PBL) ©gB3S 



[0 0 72] n^nitm^k^m 1 &tm 2 jc^p-r. 

[0 0 7 3] 01«ZR-7 5-liHB)ia{C)l:*l.T*l6?g 
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(11) 
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(12) 



!^M¥5-2 1 3 7 7 5 




(72)5S|g# fflP m¥ (72)5gW# ^-id «i- 

«ftm«Stft*l£ 4 T i 1 - 9 -703# 1Sa««i?il5Jfcftll^^ff:g5l5^:|t/^ U 1 -83 

a2mm^ mm mm 

n^)mmikW'^^^4 -29-14 
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